IN THE SPECIFICATION 



800.1012DIV 



On page 1, line 5, please insert the following paragraph: 
This application is a divisional of U.S. Patent Application No. 09/856,009 filed 
November 18, 1999 as International Patent Application No. PCT/IL99/00623. 

Please replace the paragraph beginning at page 2, line 29 with the following rewritten 
paragraph: 

Diclofenac [(o-[(2,6-dichlorophenyl)amino]phenylacetate)] (\o-\(2 % 6- 
dichlorophenvDaminolphenyllacetate) is a non-steroidal anti-inflammatory drug of the 
phenylacetic acid class. When given orally the absorption of diclofenac is rapid and complete. It 
binds extensively to plasma albumin. Substantial concentrations of drug are attained in synovial 
fluid, which is the proposed site of action of the NSAIDs. Diclofenac is a potent inhibitor of 
prostaglandin synthesis and has also been shown to inhibit interleukin-1 (IL-lp) and tumor 
necrosis factor alpha (TNF-a), involved in osteoarthritis. Gastrointestinal complications such as 
ulceration and intolerance are the most common adverse effect of diclofenac. Renal dysfunction 
and hypersensitivity reactions also occur. Many patients with rheumatic disorders have some 
degree of renal function impairment and are especially susceptible to the induction of renal 
failure by NSAIDs. 

Please replace the paragraph beginning at page 6, line 22 with the following rewritten 
paragraph: 

Most preferred compounds according to the invention are: 
[l-Stearoyl-2-{3-[2'-(2",6 , '-dichloroanilino)phenylacetamido]propanoyl}-sn-glycero-3- 
phosphatidylcholine] 1 -Stearovl-2- (342-r2.6-dichloroanilino > )phenvlacetamido1propanovll -sn- 
glycero-3-phosphocholine . 

[l-Stearoyl-2-{4-[2'-(2",6"-dichloroanilino)phenylacetamido]butanoyl}-sn-glycero-3- 
phosphatidylcholine] 1 -Stearovl-2- (4-r2-(2.6-dichloroanilino)phenylacetamido1butano vll -sn- 
glycero-3-phosphocholine . 

[l-Stearoyl-2-{5-[2'-(2",6"-dichloroanilino)phenylacetamido]valeroyl}-sn-glycero-3- 
phosphatidylcholine] 1 -Stearovl-2- (5-r2-(2,6-dichloroanilino)phenvlacetamido1valerovll-sn- 
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gl ycero-3 -phosphocholine . 

[1 -Stearoyl-2- {6-[2X2^6"-dichloroaniH^ 

phosphatidylcholine] 1 -Stearovl-2- (6-r2-(2,6-dichloroanilino)phenvlacetamidolhexanovl) -sn- 
glycero-3-phosphocholine , 

[ 1 -Stearoyl-2- {8-[2 , -(2",6"-dichloroanilino)phenylacetamido]octanoyl} -sn-glycero-3- 
phosphatidylcholine] 1 -Stearovl-2- (8-[2-(2,6-dichloroanilino)phenvlacetamido1octanovli -sn- 
glycero-3-phosphocholine , 

[l-Stearoyl-2-{12-[2 s -(2'\6 , '-dichloroanilino)phenylacetamido]dodecanoyl}-sn-glycero-3 
phosphatidylcholine] 1 -Stearovl-2- { 1 2-r2-(2,6-dichloroanilino > )phenvlacetamido1dodecano vli - 
sn-glycero-3-phosphocholine , 

[ 1 -Stearoyl-2- {3-[ 1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido] propanoyl} -sn- 
glycero-3-phosphatidylcholine] l-Stearovl-2-(3-["l-(p-chlorobenzovlV5-methoxy-2-methvl 
indolvlacetamidol propanovll -sn-glvcero-3-phosphocholine . 

[ 1 -Stearoyl-2- {4-[ 1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido] butanoyl} -sn- 
glycero-3-phosphatidylcholine] 1 -Stearovl-2- {44 1 -(p-chlorobenzovlV 5-methox y-2-methvl 
indolvlacetamidol butanoyli -sn-glycero-3-phosphocholine . 

[ 1 -Stearoyl-2- {5-[ 1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido] valeroyl} -sn- 
glycero-3 -phosphatidylcholine] 1 -Stearovl-2- (5 -\ 1 -fp-chlorobenzovl)-5-methoxy-2-methvl 
indolylacetamido] valeroyl) -sn-glycero-3-phosphocholine . 

[1 -Stearoyl-2- {6-[l-(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido] hexanoyl}-sn- 
glycero-3-phosphatidylcholine] l-Stearoyl-2-{6-ri-rp-chlorobenzovlV5-methoxy-2-methvl 
indolylacetamido] hexanovll -sn-glycero-3-phosphocholine . 

[ 1 -Stearoyl-2- {8-[ 1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetamido] octanoyl} -sn- 
glycero-3-phosphatidylcholine] 1 -Stearovl-2- (84 1 -rp-chlorobenzovl)-5-methoxy-2-methvl 
indolylacetamido] octanovl)-sn-glycero-3-phosphocholine , 

[ 1 -Stearoyl-2- {3-[a-methyl-4-(2-methylpropyl)benzeneacetamido]propanoyl}-sn-glycero-3- 
phosphatidylcholine] 1 -Stearovl-2- (3-ra-methvl-4-(2-methvlpropvnbenzeneacetamido] 
propanoyl|-sn-glycero-3-phosphochoiine , 

[l-Stearoyl-2-{6-[a-methyl-4-(2-methylpropyl)benzeneacetamido]hexanoyl}-sn-glycero-3- 
phosphatidylcholine] l-Stearovl-2-|6-ra-methvl-4-(2-methvlpropyl > )benzeneacetamido1 
hexanoyl i -sn- gl ycero-3 -phosphocholine . 
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[l-Stearoyl-2-{3-[(S)-6-methoxy-a^ 

phosphatidylcholine] 1 -Stearoyl-2- O-frS^-e-methoxv-g-methvl^-naphtaleneacetamidol 

propanoyl|-sn-glycero-3-phosphocholine . 

[ 1 -Stearoyl-2- {4-[(S)-6-methoxy-a-methyl-2-napfa 

phosphatidylcholine] 1 -Stearovl-2- (4-r(S)-6-methoxv>q-methvl-2-naphtaleneacetamido1 
butanoyll-sn-glvcero-3-phosphocholine , 

[l-Stearoyl-2-{6"[(S)-6-methoxy-a-methyl-2-naphtaleneacetamido]hexanoyl}-sn-glycero-3- 
phosphatidylcholine] 1 -Stearovl-2- ( 6-["(S)-6-methoxv-a-methyl-2-naphtaleneacetamido1 
hexanovU-sn-glycero-3-phosphocholine , and 

[1 -Stearoyl-2- {4-[2-(6-methoxynaphtyl)acetamido]butanoyl}-sn-glycero-3-phosphatidylcholine] 
1 -Stearoyl-2- {4-[2-(6-methoxvnaphtvl)acetamido1butanoyli-sn-glvcero-3-phosphocholine . 

Please replace the paragraph beginning at page 10, line 1 1 with the following rewritten 
paragraph: 

Fig. 1 depicts body weight changes (%) of rats treated with multiple per os gavage of 
either vehicle (open circles), 10 mg/kg diclofenac (DCF, filled circles), 30 mg/kg [l-Stearoyl-2- 
{4-[2'-(2",6"-dichloroanilino)phenylacetamido]butanoyl}-sn-glycero-3-phosphatidylcholine] 1^ 
Stearoyl-2- {4-r2-(2,6-dichloroanilino)phenylacetamido1butanoyli-sn-glvcero-3~phosphocholine 
(denoted DP-DCF; Z=3; filled squares) or 30 mg/kg [l-Stearoyl-2-{6-[2'-(2",6"-dichloroanilino) 
phenylacetamido] hexanoyl}-sn-glycero-3-phosphatidylcholine] 1 -Stearovl-2- ( 642^2.6- 
dichloroanilino)phenylacetamidol hexanovU-sn-glycero-3-phosphocholine (denoted DP-DCF; 
Z=5; filled triangles). 

Please replace the paragraph beginning at page 19, line 8 with the following rewritten 
paragraph: 

Any blocking group that reacts with the functional moiety X to mask its reactive function 
and is readily removable after coupling [,] may be employed. Reagents suitable for use as 
protecting groups are well known to those skilled in the art and include, but are not limited to, 
the following: benzyl [chloromate] chloroformate , [benzyloxycarbonate] dibenzyl dicarbonate 
(for NH2 or NH protection), benzyloxymethyl chloride, dihydropyran (for OH protection), 
diphenylcarbinol, trimethylacetamidocarbinol (for SH protection) and methoxymethyl chloride 
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(for COOH protection). 

Please replace the paragraph beginning at page 21, line 1 with the following rewritten 
paragraph: 

A particular scheme for the synthesis of compounds of the invention is outlined in 
Scheme I. This scheme is exemplified below, in Examples 1 to 5, by the detailed description of 
the synthesis of specific lipid derivatives of diclofenac [(o-(2,6-dichloroanilino)phenyl acetic 
acid)] (ro-(2,6-dichloroanilino)phenvl]acetic acid) , indomethacin, (l-(p-chlorobenzoyl)-S- 
methoxy-2-methyl-3-indolylacetic acid), ibuprofen (2-(4-isobutylphenyl)propionic acid), 
naproxen (d~2-(6-methoxy-2-naphthyl)pro-pionic acid) and 6-methoxy-2-naphthylacetic acid 
conjugated to phosphatidylcholine. This synthesis is a six-stage process: The first stage is 
protection of the functional group on the linker, in this case the amino group of an amino acid. 
The second stage is preparation of anhydride of this protected amino acid. The third stage is the 
formation of lipid derivative comprising the protected amino acid and a lyso-lecithin. The 
removal of the protecting group to yield the amino acid lipid conjugate is carried out in the 
fourth and fifth stages. Linking of the corresponding drug, in these particular examples, 
diclofenac, indomethacin, ibuprofen, naproxen or 6-methoxy-2-naphthylacetic acid to [l-acyl-2- 
(n-amino)acyl-sn-glycero-3 -phosphatidylcholine] l-acyl-2-(n-aminoacvl)-sn-glvcero-3- 
phosphocholine is realized in the last stage. 

Please replace the heading at page 26, lines 8-9 with the following rewritten heading: 
\3-(Carbobenzvloxvamino)propanoic\ 3-(Benzvloxvcarbonvlamino)propanoic acid. C di ^CHjr 
O-CfOt-NH-CHy-CHi-COOK 

Please replace the heading at page 26, line 13 with the following rewritten heading: 
\4-(Carbobenzvloxvamino)butanoic\ 4-(Benzvloxvcarbonvlamino)butanoic acid. C^CH^O- 
CfOl-NH-fCHi h -COOK 

Please replace the heading at page 26, line 17 with the following rewritten heading: 
\5-(Carbobenzvloxvamino)valeric\ 5-(Benzvloxvcarbonvlamino)valeric acid. C *H tCHi-0-C(Q)- 
NH-fCHyJ j -COOH. 
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Please replace the heading at page 26, line 21 with the following rewritten heading: 
\6-(Carbobenzyloxyamino)hexanoic\ 6-(Benzvloxvcarbonvlamino)hexanoic acid. C *H <CH?-Q- 
C(0)-NH-(CH,h-COOH. 

Please replace the heading at page 26, line 25 with the following rewritten heading: 
\8-(Carbobenzvloxvamino)octanoic\ 8-(Benzvloxvcarbonvlamino)octanoic acid. C Jj ^CHj-O- 
C(0)-NH-(Cm r COOH. 

Please replace the heading at page 27, lines 1-2 with the following rewritten heading: 
\12-( Carbobenzvloxvamino)dodecanoic\ 12-(Benzvloxvcarbonvlamino)dodecanoic acid. 
CdlsCH^CfO^NH-fCH.J n ^COOK 

Please replace the paragraph beginning at page 27, line 9 with the following rewritten 
paragraph: 

The solution of corresponding Z-aminoacid produced at stage 1 (0.05 mol) in freshly 
distilled dichloromethane (25 ml) is introduced, under an inert atmosphere of argon, into double- 
neck round-bottom flask (100 ml) equipped with magnetic stirrer and dropped funnel. A solution 
of dicyclohexylcarbodiimide (0.0325 mol) in 25 ml of freshly distilled dichloromethane, also 
under argon, is added drop wise, with stirring, to the solution of Z -amino acid. After 20 min of 
stirring, the obtained precipitate of urea is filtered and the solution evaporated under vacuum. 
The crude residue is washed with hexane (2X 20 ml) and then dried in vacuum. 

Please replace the heading at page 27, line 22 with the following rewritten heading: 
Anhydride of\Z-(3-amino)provanoic\ 3-(Z-amino )pro panoic acid. 

Please replace the heading at page 27, line 26 with the following rewritten heading: 
Anhydride of\Z-(4-amino)butanoic\ 4-(Z-amino)butanoic acid. 

Please replace the heading at page 27, line 30 with the following rewritten heading: 
Anhydride of\Z-(5-amino)yaleric\ 5-(Z-a mino)yaleric acid. 
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Please replace the heading at page 28, line 3 with the following rewritten heading: 
Anhydride of\Z-(6-amino)hexanoic\ 6-(Z-amino)hexanoic acid. 

Please replace the heading at page 28, line 7 with the following rewritten heading: 
Anhydride of\Z-(8-amino)octanoic\ 8-(Z-amino)octanoic acid. 

Please replace the heading at page 28, line 1 1 with the following rewritten heading: 
Anhydride of\Z-(12-amino)dodecanoic\ 12-(Z-amino)dodecanoic acid. 

Please replace the heading and paragraph beginning at page 28, line 16 with the 
following rewritten heading and paragraph: 

Stage 3- Preparation of [l-acyl-2-(Z-amino)acyl-sn-glycero-3-phosphotidylcholine] 
l-acvl-2-(Z-aminoacylVsn-glvcero-3-phosphocholine . 

The anhydride of the corresponding Z-amino acid, 0.01 mol dissolved in 150 ml of 
freshly distilled chloroform, is introduced, under an inert atmosphere of argon, into a single-neck 
round-bottom flask (250 ml) equipped with a magnetic stirrer. To this solution 0.01 mol (1.22 g) 
4-(dimethylamino)pyridine (DMAP) in 25 ml chloroform is added, followed by addition of a 
suspension of 0.0056 moles lyso-lecithin in 50 ml of chloroform. The reaction mixture is 
vigorously stirred for 3-5 hours at room temperature. The lyso-lecithin dissolves and reaction 
mixture becomes transparent after about 2 hours of stirring. The reaction is monitored by TLC 
using silica gel 60 on aluminum sheet, the eluent is chloroform:methanol:water, 65:35:5, the 
indicator is a spray of the composition: 4-methoxybenzaldehyde (10 ml), absolute ethanol (200 
ml), 98% sulfuric acid (10 ml) and glacial acetic acid (2 ml). The chromatogram is sprayed with 
the indicator followed by charring with hot air at 150°C. The reaction is assumed to be complete 
and stopped when all the lyso-lecithin has disappeared. The reaction mixture is then transferred 
into a separating funnel and washed with a solution of 1% HC1 (3x 50 ml), then with saturated 
solution of sodium bicarbonate (3x 50 ml) and finally with water (3x 50 ml). The obtained 
product in the organic solution is dried over sodium sulfate and then filtered. The solvent is 
evaporated at 30°C in [vacuo] a vacuum and the residue is washed with hexane and left to dry 
overnight under vacuum. The resulted molecule [l-acyl-2-(Z-amino)acyl-sn-glycero-3- 
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phosphatidylcholine] l-acvl-2-(Z-aminoacvO-sn-dvcero-3-phosphocholine is the main product 
of the reaction. 

Please replace the paragraph beginning at page 29, line 9 with the following rewritten 
paragraph: 

The second product of the reaction is the Z-amino acid. In order to increase the yield of 
this product, it is back-extracted from reaction mixture as follows: The sodium bicarbonate 
aqueous fractions are collected and combined and then acidified by 3 N HC1 to pH 1 . The Z- 
amino acid is extracted by chloroform (2x 50 ml). The chloroform extracts were combined, 
washed once with water and dried over sodium sulfate for 30 min with stirring. The sodium 
sulfate is removed by filtration, and the chloroform evaporated. Subsequently, the residue is 
washed with hexane and dried over P2O5 in [vacuo] a vacuum . 

Please replace the heading at page 29, lines 23-24 with the following rewritten heading: 
\l-Stearovl-2-[3 '-(carbobenzvloxvaminotfpropanovl-sn-zlvceroS-phosphotidvl choline] 1^ 
$tearovl-2-[3-(benzvloxvcarbonvlamino) nropanovll-sn-elvcero-3-phos phocholine. 

Please replace the heading at page 30, lines 1-2 with the following rewritten heading: 
\l-Stearovl-2-[ 4 '-fcarbobenzvloxvamino)1butanovl-sn-glvcero-3-phosphotidyl choline] 
l-Stearovl-2-f 4-(benzvloxvcarbonvl amino) butanovll-sn-glvcero-3-phosvhocholine. 

Please replace the heading at page 30, lines 9-10 with the following rewritten heading: 
fl-Stearovl-2-f5 y -(carbobenzvloxvamino)lvalerovl-sn-2lvcero-3-vhosphotidvl choline] 
l-Stearov l-2-[5-(benzvloxvcarbonvlamino) valerovll-sn-2lvcero-3- phos phocholine. 

Please replace the heading at page 30, lines 17-18 with the following rewritten heading: 
\l-Stearoyl-2-[ 6 '-(carbobenzvloxvamino)lhexanovl-sn-2lvcero-3-phosphotidvl choline] 
1 -Stearovl-2-f6-(benzvloxvcarbonvlamino) hexanovl]-sn-glvcero-3-phosphocholine. 

Please replace the heading at page 30, lines 25-26 with the following rewritten heading: 
\l-Stearovl-2-f8''(carbobenzyloxvamino)]octanoyUsn-2lvcero-3-phosvhotidvl 
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choline] l-Stearovl-2-[ 8-fbenzvloxvcarbonvlamino) octanovll-sn-zlvcero-3-phosphocholine. 

Please replace the heading at page 31, lines 2-3 with the following rewritten heading: 
\l-Stearovl-2-[12'-(carbobenzyloxvamino)ldodecanovl-sn-zlycer^^ 

I- Stearovl-2-[12-(benzvloxvcarbonvlam ino) dodecanovl ]-sn-zlvcero-3-phosphocholine. 

Please replace the paragraph beginning at page 31, line 1 1 with the following rewritten 
paragraph: 

The obtained [l-stearoyl-2-(carbobenzyloxyamino)acyl-3-phosphotidylcholine] 
1 -stearovl-24(benzvloxycarbonvlamino)acvll-3- phosphocholine (0.0025 mol) is dissolved in a 
mixture of 100 ml methanol and 5 ml acetic acid. The solution is introduced into round bottom 
double neck flask (200 ml) equipped with a magnetic stirrer, under an atmosphere of argon. Pd/C 
(0.5 g) is added to the solution and hydrogen is blown through the reaction mixture for 4 hours. 
The reaction proceeding is monitored by TLC analysis under the following conditions: silica gel 
60 on aluminum sheet, eluent is the mixture of chloroform/methanol/water (65:35:5, v/v), 
indicator is a spray of the composition: p-methoxybenzaldehyde (10 ml), absolute ethanol (200 
ml), 98% sulfuric acid (10 ml) and glacial acetic acid (2 ml). The chromatogram is sprayed with 
the indicator and then charred using hot air at 100-150°C. 

Please replace the paragraph beginning at page 31, line 22 with the following rewritten 
paragraph: 

The reaction assumed to be complete and hydrogenation is stopped after all 
corresponding [ 1 -stearoyl-2-carbobenzyloxyaminoacyl-sn-glycero-phosphatidylcholine] 1^ 
stearovl-2-r(benzvloxvcarbonvlamino)acvn-sn-glycero-phosphocholine has disappeared. The 
reaction mixture is then filtered through celete to remove the Pd/C, evaporated at 30°C, under 
vacuum. The crude residue is washed with ether (3x 30 ml) and dried in [vacuo] a vacuum 
overnight. Conditions of the TLC analysis are the same as indicated above. 

Please replace the heading at page 31, lines 28-29 with the following rewritten heading: 

II- Stearovl-2-{3-amino)propanovl-sn-£lvcero-3-phosphatidvlcholine. acetic acid] 1 -Stearovl-2- 
(3-aminopronanovl)-sn-glvcero-3-phosphocholine. acetate. 
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Please replace the heading at page 32, line 8 with the following rewritten heading: 
\J-Stearovl-2-f4-amino)butanoyl-sn-2lvcerO'3-phosphatidvlcholine t acetic acid] l^Stearovl^-M- 
aminobutanovl)-sn-zlvcero-3-Dhosnhocholine. acetate. 

Please replace the heading at page 32, line 18 with the following rewritten heading: 
\l-Stearovl-2-(5-amino)valeroyl-sn-zlvcero-3-phospM acetic acid] l-Stearovl-2-(5- 

aminovalervl)-sn-glvc ero-3-phos phocholine. acetate. 

Please replace the heading at page 32, line 28 with the following rewritten heading: 
\l'Stearovl-2-(6-amino)hexanoyl-sn-2lvcero-3-phosphatidvlcholine t acetic acid] l-Stearovl-2- 
( 6-aminohexanovl)-sn-elvcero-3- phosp hocholine. acetate. 

Please replace the heading at page 33, line 7 with the following rewritten heading: 
ll-Stearovl-2-{8-amino)octanovl-sn-glvcero-3-vho acetic acid] l-Stearovl-2-(8- 

aminooctanovl)-sn-%lv cero-3- phosnhocholine. acetate. 

Please replace the heading at page 33, lines 17-18 with the following rewritten heading: 
\l-Stearovl-2-(12-amino)dodecanovl-sn-glycero-3-phosphat^ acetic acid] 1-Stearovl- 

2-(l 2-aminododecanovl)-sn- glvcero-3-phosDhocholin e. acetate. 

Please replace the heading and paragraph beginning at page 33, line 27-28 with the 
following rewritten heading and paragraph: 

Stage 5. Preparation of free [l-acyl-2-[n(amino)acyl-sn-glycero-3- 
phosphatidylcholine] l-acvl-2-[n-(aminoacyl)-sn-glvcero-3-phosphocholine 

The solution of acetic acid and the corresponding [l-acyl-2-[n-aminoacyl-sn-glycero-3- 
phosphatidylcholine] l-acvl-2-[n-(aminoacvn-sn-glvcero-3-phosphocholine complex (1.36 
mmol) in methylene chloride (30 ml) is introduced into a single neck round bottom flask (150 
ml) equipped with a magnetic stirrer. Triethylamine (0.3 ml, 3 mmol) is added to this solution. 
The resulting reaction mixture is stirred at room temperature for 30 min. During this procedure 
the free 2-amino-acyl lipid is formed. The reaction solution with the obtained free 2-amino-acyl 
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lipid is used for the following synthesis without any additional processing. 

Please replace the heading at page 34, lines 7-8 with the following rewritten heading: 
Stage 6. Preparation of [l-acyl-2-n(aryIacetamido)acyl-sn-glycero-3-phosphatidylcholine] 
l-acvl-(2-n-arvlacetamidoacvl)-sn-glvcero-3-phosphocholine 

Please replace the heading at page 35, lines 4-5 with the following rewritten heading: 
\l-Stearoyl-2-{3-[2 '-(2 6 ''-dichloroanilino)phenylacetamidolpropanoyl)-sn- glycero~3- 
phosphatidvlcholine] l-Stearoyl-2-{3-f2-(2.6-dichloroanilino)vhenyla^ 
glycero-3-phosphocholine. 

Please replace the heading at page 35, lines 24-25 with the following rewritten heading: 
\l-Stearoyl-2-{4-F2 '-{2 '\6' , -dichloroanilino)phenylacetamidolbutanoyl}-sn- zlycero-3- 
phosphatidylcholine\ l-Stearoyl-2-{4'[2'(2.6-dichloroanilin o) phenylacetamidolb 
zlycero-3-p hosvhocholine. 

Please replace the heading at page 36, lines 12-13 with the following rewritten heading: 
\l-Stearoyl-2-{5-[2 '-(2 '\6 }, -dichloroanilino)phenylacetamido1yaleroyl}-sn- zlycero-3- 
phosphatidylcholine] l-Stearoyl-2-f5- [2-( 2.6-dichloroanilino) p henylacetam^ 
zlycero-3-phosphocholine. 

Please replace the heading at page 37, lines 1-2 with the following rewritten heading: 
\l-Stearoyl-2-{6-[2 '-(2 i \6 it -dichloroanilino)phenylacetamidolhexanoyl}-sn- zlycero-3- 
phosphatidylcholine\ l-Stearoyl-2-f6-F2-(2.6-dichloroanilino)phenylacetam 
zlycero-3 -phos phocholine. 

Please replace the heading at page 37, lines 13-14 with the following rewritten heading: 
\]-Stearoyl-2-{8-[2 '-(2 , \6"-dichloroanilino)phenylacetamidol octanoyl}-sn- zlycero-3- 
phosphatidylcholine\ l-$tearoyl-2-{8-l2-(2.6-dichloroanilino)nhenylaceto^ 
2lycero-3-phosphocholine._ 



12 



800.1012DIV 

Please replace the heading at page 38, lines 10-11 with the following rewritten heading: 
\l-Stearoyl-2-{12-[2 '-(2 t \6 if -dichloroanilino)phenvlacetamido]dodecanoyl)-sn- zlycero-3- 
phosphatidvlcholine] J -Stearovl-2-{] 2-[2-(2. 6-dichloroanilino)phenvlacetamido ] dodecanovtt- 
sn- zlvcero-3-phos phocholine. 

Please replace the heading at page 39, lines 15-16 with the following rewritten heading: 
\ l-Stearovl-2-{3-[l-(p-chlorobenzoyl)-5-methoxv-2-m^ indolvlacetamido]propanovl}-sn- 
£lvcero-3-vhosvhatidvlcholine\ l-Stearovl-2-t341-fo-chlorobenzovl)-5-methoxv-2-m^ 
indolvlac etamidolpropanov lj-sn- glvcero-3-phosphocholine^ 

Please replace the heading at page 40, lines 8-9 with the following rewritten heading: 
\l-Stearoyl-2-{4-[l-(p-chlorobenzoyl)-5-methoxy-2-m^ 

zlvcero-3-phosphatidvlcholine] l'Stearovl-2-/4-fl-(p-chlorobenzovl)-5'metho xV'2-methvl-3^ 
indolvlacetamido]butanovl}-sn- glvce ro-3-phosphocholine. 

Please replace the heading at page 41, lines 1-2 with the following rewritten heading: 
\l-Stearovl-2-{5-fl-(p-chlorobenzovl)-5-methoxv^ 

zlycero-3-phosphatidylcholine\ l-Stearovl-2-/5'fl-tD-chlorobenzovl)-5-methoxv-2'methvl-3- 
indolvlacetamido]yalervl}-sn-zlvcero-3- phosphocholine. 

Please replace the heading at page 41, lines 18-19 with the following rewritten heading: 
\l-Stearovl-2-{6-fl-(p-chlorobenzovl)-5-metho 

zlvcero-3-phosphatidvlcholine\ l-Stearovl-2-{6-[l-{p-chlorobenzovl)-5-methoxv-2-m^ 
indolvlacetamido]hexanovl}-sn- glvcero-3-phosvhocholine. 

Please replace the heading at page 42, lines 14-15 with the following rewritten heading: 
\l-Stearovl-2-f8'[l-(p-chlorobenzoyl)-5-methoxv-2-meth^^ 
zlvcero-3-vhosvhatidvlcholine\ l-Stearoyl-2-{841-(v-chlorobenzovl)-5-metto 
indolvlacetamidoloctanovD-sn- %lvc ero-3-nhos p hocholine. 
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Please replace the heading at page 43, lines 19-20 with the following rewritten heading: 
\l-Stearoyl-2-{3-[a-methyl-4-(2-methylpropyl)benzeneacetami^^ 
phosphatidylcholine] l-Stear oyl-2- {3-[a-methyl-4-(2-methylvropyl)benzeneacetamido] 
propanovl}-sn-glvcero-3-phosnhocholine. 

Please replace the heading at page 44, lines 9-10 with the following rewritten heading: 
\l-Stearovl-2-{6-[a-methvl-4-(2-methvlpropyl)benzeneacetam 

phosphatidylcholine] l-Stearovl-2-{6-f a-methvl-4-(2-methvlvronvl)benzeneacetamido] 
hexanoyl}-sn-glycero-3-phosphocholine. 

Please replace the heading at page 45, lines 15-16 with the following rewritten heading: 
\l-Stearoyl-2-{3-[(S)-6-methoxv-a-methyl-2-naphtaleneacetamido]p 
phosphatidylcholine] l-Stearoyl-2'/3-f(S)'6'methoxy-a-methyl'2-navhtaleneacetamidoJ 
vrovanoy U-sn- ^lycero-3-phosvhocholine. 

Please replace the heading at page 46, lines 7-8 with the following rewritten heading: 
\l-Stearoyl-2-{4-[(S)-6-methoxy-a-methyl-2-naphtaleneacetamidolbM 
phosphatidylcholine] l-Stearoyl-2-{4-f(S)-6-methoxv-a-methyl-2-naphtate^ 
butanoyl}-sn-glycero-3-phosphocholine. 

Please replace the heading at page 47, lines 1-2 with the following rewritten heading: 
\l-Stearoyl-2-{6-[(S)-6-methoxy-a-methyl-2-naphtaleneacetam 
phosphatidyl] l-Stearovl-2-t6-[( S )-6-methoxv-a-methvl-2-nanhtalen^ 
glycero-3-phospho choline. 

Please replace the heading at page 48, lines 10-11 with the following rewritten heading: 
\l-Stearoyl-2-{4-[2-(6-methoxynaphtyl)acetamido]butanoyl}-sn-zlycer^^ 
l-Stearoyl-2-f4-[2-(6-methoxynavhtyl)acetamidolbutanoytt-sn-zlycero^ 
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Please replace the paragraph beginning at page 51, line 23 with the following rewritten 
paragraph: 

The ability of the compounds of the invention to be cleaved to yield free diclofenac, was 
studied in vitro in homogenates of rat brain and liver. Two compounds were tested: the prodrug 
[ 1 -Stearoyl-2- {4-[2'-(2",6"-dichloroanilino)-phenylacetamido]butanoyl} -sn-glycero-3- 
phosphatidylcholine] l-Stearovl-2-{4-r2-(2,6-dichloroanilino)-phenvlacetamidolbutanovll-sn- 
glycero-3-phosphocholine (DP-DFC; Z=3), and the compound [l-Stearoyl-2-{3-[2'-(2",6"- 
dichloroanilino) -phenylacetamido]propanoyl} -sn-glycero-3-phosphatidylcholine] 1 -Stearoyl-2- 
(3-r2-(2,6-dichloroanilino) -phenylacetamidolpropanovli-sn-glycero-3-phosphocholine (DP- 
DFC; Z=2), comprising, respectively, a bridging group having a total of 4 and 3 carbon atoms. 

Please replace the paragraph beginning at page 53, line 20 with the following rewritten 
paragraph: 

Male Sprague-Dawley rats weighing 250-280 g were kept under standard conditions for 
an acclimatization period of one week with food and water supplied ad lib. The rats were 
administered with commercial diclofenac (DCF; Sigma, USA) or with equivalent doses of [1- 
Stearoyl-2-{4-[2'-(2",6"-dichloroanilino)-phenylacetamido]butanoyl}-sn-glycero-3- 
phosphatidylcholine] 1 -Stearoyl-2- (4-f 2-(2,6-dichloroanilino)-phenylacetamido1butanoyli -sn- 
glycero-3-phosphocholine (DP-DCF; Z=3) or [1 -Stearoyl-2- {6-[2 '-(2",6"-dichloroanilino)- 
phenylacetamido]hexanoyl}-sn-glycero-3-phosphatidylcholine] 1 -Stearoyl-2- (6-r2-(2,6- 
dichloroanilino)-phenylacetamido1hexanoyU-sn-glycero-3-phosphocholine (DP-DCF; Z=5), p.o. 
by gavage daily for 14 days. Animals treated with the vehicle solution alone serve as control 
group. 
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